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(54) HMMYHOMOflyJlUPyiOlLiEE CPEflCTBO 

(57) Pecpepar. 

l/l3o6peTeHne othocutch k MeAHUKHe, a 

MMeHHO K HOBOMy 6WOnOlWeCKI/l 3KTMBH0My 

npenapaTy ojinrocpypocTaHoanflOB M3 
cycneH3H0HH0« KynbTypbi AnocKopefi 
AenbTOBUflHOM, n MO)KeT hbmtm npuMeHeHue A^m 
KoppeKi^MM MMMyHHoro OTBeTa. L^enb 

H306peTeHMH - HOBbtM UMMyHOMOAyHflTOp 

M36npaTe^bHoro AeFicTBkm, He o6naAaioL^MM 
HecfporoKCMMecKMM AeficTsueM. YKa3aHHa« 
Ueiib AOdnraeTCfl npuMeHeHneM npenapaTa 



onnrocf)ypocTaH03MAOB M3 cycneH3UOHHofi 
KynbTypbi AHOCKopen Ae/ibroBMAHoPi BnepBbie b 
Ka^ecTBe nMMyHOMOAynnTopa. 
H36upaTenbHOCTb fleficTBHH 3Toro npenapaia 
ocyiAecTBJiseTCfl 3a oieT B03Ae£toTBWfl Ha 
CTpyiaypy u 4)yHKL^HK3 Mewi6paH 

MMMyHOKOMneTeHTHblX KJieTOK, raK KaK 

npeAnaraewibiM npenapaT othocmtch k 

BOAOpaCTBOpHMbIM aHTMOKCMAaHTaM 

6noreHHoro Tuna. 4 Ta6n. 
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(54) IMMUNOMODULATING DRUG 

(57) Abstract: 

FIELD: medicine, particularly, medicinal 

preparations used for correcting immune 

response. SUBSTANCE: this 

oligofurostanoside-based drug is prepared 

from suspension culture of deltoid diascorea 



and employed as immunomodulator. Selective 
effect is produced by disclosed preparation 
on structure and function of membranes of 
immunocompetent cells. Novel drug is classed 
among water-soluble antioxidants of biogenic 
type. EFFECT: no nephrotoxic effect. 4 tbl 
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H3o6peTeHwe othocmtch k hobomy 
6nonornqecKn aKTHBHOMy npenapary 
onnroc|)ypocTaH03MfloB us cycneH3H0HH0fi 
KyribTypbi ktibtok fluocKopen ASfibTOBHAHofi, 
KOTopbiR MOweT Ha^TM npwueHeHue b 

MeflUL^MHe, B MaCTHOCTM A™ KOppeKL^HM 

MMMyHHoro OTBeTa. 

B nocneAHne roAbi Ba>KHoe 3HaneHne 
npno6penn coeAHHeHHH, 0Ka3bisaK)ii^Me 
MMMcyHOMOAyJinpyK)U4ee AeficTBue (ymeTeHne 
mjim cTHMyriflUM5i KneTo^Horo m ryMopanbHoro 
MMMyHHoro OTBeTa, 3aBMCHLnee ot fxo3b\). 

EOflbUJUHCTBO U3 3THX COeAHHeHHM OTHOCMTCfl K 

npupoAHbiM ManoTOKCHMHbiM npenapaTaM. 
npaianMecKoe npwweHeHwe M3 hmx nonyMnnn 
neBaMH3on, npwMeHflKHAKMCfl rnaBHbiM o6pa30M 
B MMMyHOCTHMynnpyioiAeM pewwvie, n 
UHKnocnopnH A, npuMeHflJomnMCR KaK 
nMMyHOcynpeccaHT. B KanecTse 6a30Boro 
o6"beKTa (oh we - npoTOTun) b3*it unKnocnopnH 
A - HOBbifi Tun HMMyHOcynpeccaHTa, 

AeMCTByKDU^MM TOTIbKO Ha CT3AMH 

aHTHreH-HyBCTBMTeJIbHblX 

KneTOK-npeAHiecTBeHHMKOB. LjMKnocnopwH A 
AonycKaeT aKTHBaL\wo peryjwopHbix 
MexaHM3MOB KneTOK-cynpeccopOB, ho 
MHrn6npyeT MHAyKqwo xennepHbix h 

L^MTOTOKCMHHblX T-JWMCt)Ou>ITOB. L4HKTIOCnopMH A 

Han6onee aKTHBeH npn BBeAeHnw bo spewm 
MMMyHH3ai4MM, T.e. oh AsficTByGT na paHHefi 
CTaA^n 3anycKa nuMc^oMMTOB aHTi/ireHOM m sto 

AeC^CTBMe flBHO OTTlHMaeTCfl ot AeficTBMfl 
a3aTnonpnHa nnn i4HKnoct)occt)aMHAa (1). 
HeAocTaTKOM A3HHoro npenapaTa HBnaeTCfl ero 

Hecf)pOTOKCMHHOCTb npH MCnonb30BaHMH B 

TepaneBTMMecKHX A03ax (17-15 Mr/Kr/AeHb npn 
CHM>KeHnn k KOHL^y 1-ro MecflLja ao 6 
Mr/Kr/AeHb) (2,3). 

y BeiHeCTB, OTHOCfllHUXCfl k pacTMTeribHbiM 

cTeponAHbfM muKosnAaM pflAa qtypocTaHa, k 
kotopum othocmtch 3aflBnfleMbitf npenapaT, 
MMMyHOMOAynnpyjou^afl aKTMBHocTb paHee He 
6bina o6Hapy>xeHa. B to >Ke BpeMfl y hhx 
M3BecTHa: 1) aHTHOKCWAaHTHaa aicrnBHOCTb w 2) 
nunoTponHafl aKTUBHOCTb, Bbipawaiomafl b 
rnnoxonecTeponnnTHHecKOM Ae^cTBun. 
FlpenapaTbi, coflepjKainne b KanecTBe aKTMBHoro 
Hanana CTeponAHbie rnnK03HAbi pflAa 
0ypocTaHa - nonncnoHMH h AnocnoHUHbi, 
npuMeHflioTcyi b CCCP b TeneHne MHorux neT b 
KanecTBe aHTucKnepoTMHecKnx npenapaTOB m 
npeACTaBrmioT co6ofi cyMMy 
onnroct)ypocTaH03HAOB H3 KopHeBum AnocKopen 
KaBKascKoti u A^ocKopen HunnoHCKOM, no 
cocTasy wiano oT/inHawL^nxcfl ot 3aflBnyieMoro 
npenapaTa onkiroqtiypocTaH03HAOB m 
cycneH3H0HH0Pi KyribTypbi uneTOK AnocKopei/i 

AeilbTOBHAHOPi. 

Uenb n3o6peTeHMfl - HOBbifi 
MMMyHOMOAynflTop M36npaTenbHoro as^ctbusi, 
He o6naAaioinM^ HecppoTOKcymecKUM 
AeficTBueM. 

YKa3aHHafi Ljenb AOCTwraeTCfl npniweHeHneM 
npenapaTa ojwocfypocTaH03viAOB H3 
cycneH3MOHHo^ KyribTypbi KneTOK AnocropeH 
AenbTOBMAHO^ BnepBbie b KanecTBe 
MMMyHOMOAyriflTopa, hto cooTBeTCTsyeT 
KpnTepuflM "HOBM3Ha" n "cymecTBeHHbie 
ornmM". H36npaTeribH0CTb AeflcTBMH 3Toro 
npenapaTa ocyii^ecTBrifleTCJi 3a cMeT 
B03BeAeHMfl Ha CTpyioypy m 4)yHKH,wo MeM6paH 

HMMyHOKOMneTeHTHblX KJieTOK, TaK KaK 

npeATiaraeMbifi npenapaT othochtca k 

BOAOpaCTBOpMMbIM aHTMOKCMAaHTaM 

6noreHHoro Tuna. Ero nonynaioT M3BecTHbiM 
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cnoco6oM (5) . 

n p m m e p 1. nonyneHHe npenapaTa 
onnroc{3ypocTaH03MAOB. npenapaT nonynaioT ms 
cycneH3HOHHoC^ KyribTypbi KneTOK Dioscorea 
deltoidea Well (AnocKopen Ae^bTOBHAHO^), 
LUTaMM HOP flM-0,5, KOTopyio nony^nnn b 

1/lHCTUTyTe C})M3M0JlOrMM pacTeHMM AH CCCP. 

Buoiviaccy Ana npenapaTHBHoro BbiAeneHMH 
npenapaTa 0T6"npanu b cTai^noHapHyio cf>a3y 
pocTa. npenapaT onnrocf»ypocTaH03MAOB 
BbiAennnn M3 sto^ 6noMaccbi nyTewi oca>KAeHHfl 
c 6enKaMH. flrm SToro KneTOHHyK) Maccy nocne 
OTAeneHHfl ot KynbTypa/ibHO^ >kmakoctm 
3KCTparnpyK)T boaom b cooTHOUjeHnn 1:(10-20) b 
Tenenne 2-3 h. OcaAOK oTAen«K)T 
L^eHTpucfeyn/ipoBaHkieM, SKCTpaKi^nio noBTOpflHDT. 
K o6"beAHHeHHoCi h aAoca aom h o Ci >kmakocth 
Ao6aBruiK)T cynbc})aT aMMOHna ao nonHoro 

HaCblLAeHMfl M B bl Ae p>KH B3 K)T 30 MMH. npH 3TOM 

BMecTe c 6eriKaMn nponcxoAMT cooca)KAeHne 
HH3KOMoneKynflpHbix mnK03HAOB. nonyMeHHbi^ 
ocaAOK 06pa6aTbiBaK)T 5-6 pa3 96% 3TaHonoM, 
ocaAOK OTAenflK>T, npoMbiBatoT 3TaHonoM. 
HaAOca aom Hy \o >KMAKOCTb ynapuBafOT b 
Potophom ncnapMTene. B ocaAKe nonyMaiOT 
npenapaT onHrocfcypocTaHOSMAOB, kotopwR 

COCTOMT H3 AByX mMK03MAOB: 1) npOTOAHOCL^MHa 

(26-0-p 

-D-rnHDKonnpaH03Mn-22-OKCn-4)ypocT-5-eH-3p , 
26-Anon 3-0- p -naKOTpno3HA) n 2) A©ribT03HAa 
(26-0-p 

-D-rrnoKonnpaH03Mri-22-oKCM-cf)ypocT-5eH-3 p 
,-26-Anon 3-0-p -AeribTOTpnosnA)- 0§\i\B9\ 
cfcopMyna npenapaTa 



CH CH 




rAe*R Ana 1) paBHo 1 MoneKyne rnioK03bi m 2 
MorieKynaM paMH03bi m atia 2) R paBHo 2 
MoneKynaM mioK03bi m 1 MoneKyne paMH03bi. 

KonnnecTBeHHbiK aHann3 BbiAeneHHoro 
npenapaTa npoBOAMnn c noMOLAbio 
cneKTpoMeTpuHecKoro MeTOAa, ocHOBaHHoro Ha 
i^BeTHoii peaKunn onnroct)ypocTaH03MAOB c 
peaianBOM Spnuxa - 1%-Hbitf pacTBop 
n-AMMeTnnaMHH06eH3anbAernAa b cmbcm 
MeTaHon: coriflHayi KucnoTa 
(KOHL^eHTpupoBaHHafl 66:34r). MucTora 
nonyMeHHoro npenapaT 80%. MeTOAOM 

>KMAKOCTHOfi XpOMaTOrpacfJMH C 25%-HblM 

aueTOHHTpunoM b KanecTBe noABH>KHOM cfiasbi c 
AeTeKTupoBaHnewi npn 207 hm b cocTaBe 
npenapaTa Haiunn cneAywiMee cooTHoiueHMe 
Me>KAy AenbTosnAOM n npoTOAnoct^MHOM 10:16. 
npenapaT npeACTaBrmeT co6oPi 6eribiPi, 

aMOpCjDHblS nOpOLUOK, paCTBOpMMbIM a BOAe. 

CTa6nneH npn xpaHeHnn npn +20°C b 3aKpbiTotf 

CKflAHKe. 

HMMyHOMOAynnpyKJi^MPi sqbq^eKT npenapaTa 
m M36npaTeribHoe Ae^CTBue Ha 
MMMyHOKOMneTeHTHbie KneTKM n 

nMMyHoperynyiTopHbie mx cy6nonynwi^nn 
n3yMeHbi b TecTax hh BMTpo (npuwiepbi 2-4). 
npeAsapnTenbHo 6bino M3yneH0 
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i4HTOTOKCMHecKoe AencTBue npenapaTa Ha 
nnMct)0UMTbi nepnc})epnHecKOti kpobm nenoBeKa 
npM KynbTMBupoBaHHn mx b TeneHMe 72 m b 
npucyTCTBMM npenapaTa B KOHi_;eHTpauMfix ot 0,1 
AO 100 MKr/Mn. >Kn3Hecnocx)6HOCTb KneTOK 
oi4eHMBann c noMombio TpunaHOBoro CMHero. 

npOL^eHT >KMBblX KneTOK COCTaBnWI 85-90%, MTO 

cooTBeTCTBOBano KOHTpo/ibHbiM (6e3 npenapaTa 
KynbTypaM, 10-15% cocTaBnana ecTecTBeHHan 
rn6enb KneTOK. TaKUM o6pa30M, 6bino noKa3aHO, 
hto McnbiTyeMbifi npenapaT b MccneAOBaHHbix 
KOHi4eHTpai4M«x He tokcmhgh. 

n p m m e p 2. BnnflHue npenapaTa 
onnro4)ypocTaH03MAOB Ha T-xennepw M3yneH0 b 
peaKi^nn 6nacTTpaHCcjDopMai^nn riMMcjDoi^MTOB, 

MHAyL\HpOBaHHblX OI~A. llpM 3TOM 

MOHOHyioieapHbie KneTKM (MHK) BbiAeji«nn m 
renapnHM3HpOBaHHOM kpobm 
AucJxftepeHLjuajibHbiM i^eHTpucfjyrnpoBaHneM Ha 
rpaAneHTe nnoTHOCTM ctJMKonn-rnnaKa (p-1.077) 
no Bouym. npn nocTaHOBKe peaKi^nn 
6jiacTTpaHc4>opivia4HH nMM0OL^MTOB (PBTJ1) 
nuMcfcoi^Tbi b KonnnecTBe 0,25-0,50 x 
10 6 MHKy6npOBa/in b 1 mji cpeAbi 199, 
coAepwainetf 10% cbiBOpoiKM AB (IV) rpynnw m 
5 MKr <t>rA-P (4)npMbi "Serva"). B MOMeHT 
nocTaHOBKM KynbTypbi ao <t>l~A b onbiTHbie 
npo6npKn bhochjim McnbiTyeMbiM* npenapaT b 
KOHi4eHTpaL(n«x ot 0,01 ao 100 MKr/ mji. 
npOJlH<£epa™BHbltf OTBeT nwMCfcomiTOB 
oueHUBajin nepe3 72 h, np^neM 3a 4 h ao 
oKOHMaHua KyjibTMBMpOBaHnw K/ieTOK b KynbTypy 
BHOCHJ1U 3 H-tmmhamh B KOHL^eHTpai^nn 0,04 MBK 
(1 MKKtopn) Ha 1 Mfi KynbTypbi. Mepe3 72 m ot 
Hana/ia KynbTMBMpoBaHMH Ka)KAyio npo6y 
nepeHocurm Ha Mun/iMnopoBbie cfiMnbTpbi, 

OTMblBa/lM XOTlOAHblM 10%-HblM pacTBopoM TXY 
M Ct>M3paCTBOpOM. PaAMOaKTMBHOCTb 

noACHMTbiBann Ha wkakocthom 

CLtMHTHnriSL^HOHHOM CHeTHMKe. Pe3ynbTaTbi 

Bbipa>Kann b MHAeKce CTMMynaLjMM, KOTOpbifi 
BbicHkiTbiBann no cj)opMyne 

MC = HMn/MMH OI1MTHMX KLjnbTLjp 

MMn/MMH XOHTponbHUX KLJ/lbTLJp 

PeayribTaTbi npeACTaBneHbi b Ta6n.1. 

KaK bmaho, AeficTBue npenapaTa 3aBnceno 
ot KOHi^eHTpai^nn, BbisbiBaa nn6o CTKMyn^MK), 
nn6o cynpecoiio nponwcfrepaTHBHoro OTBeTa 
nuMcjDoi^nTOB Ha MMToreHHbift cTMMyn <t>rA. 
Han6onbLUMM CTHMynnpykDii^nCi scfx^eia 
npenapaTa annrocJ)ypocTaH03MAOB Bbipa)KeH b 
KOHI^eHTpai^HM ot 0,01 ao 0,10 MKr/ mji (b 1,5 
pa3a scfcc^eKT BbiLue no cpaBHeHnio c 
KOHTponeM). npenapaT b KonueHTpaunn ot 1,0 
Ao 100 MKr/ mji OKa3biBan MHrM6MpyioiHMfi 
scjDC^eKT Ha nporwctiepaTkiBHbitf gcJdoJdgkt 
jimmc^ouhtob, HHAyi^nposaHHbiPi <J>I"A, Bn/lOTbAO 
noriHoro MCMe3HOBeHMfi OTBeTa. UnxnocnopMH A, 
B3HTbiM b KanecTBe TecT-npenapaTa, c 

BblpaKeHHbIM MMMyHOCynpeCCHBHblM 

Ae^CTBueM, b aHanon/HHbix KOHLjeHTpaLjMflx 
MHrn6npoBa/i 4)yHKmiK) T-jiumc^ol^htob b TecTe 
PBTJ1 

KaK6bino noKa3aHO, PTBJ1, MHAyunposaHHafl 
<t>rA, flB/ifleTCfl MOAenbK) aKTHBauuM 
T-xennepoB. TaKMM o6pa30M, MccneAOBaHHbix 
npenapaT 0Ka3biBan 3aBncnMbiM ot A03bi 
MMMyHOMOAynnpoBaHHbiPi (cTHMynnpyioinMii nnn 
MHrnGnpyjoiAn^) acJjc^eKT Ha aKTMBHocTb 
T-xennepoB b TecTe 6nacTTpaHCc{)opMai^MM, 
nHAyunpoBaHHOM <t>rA. 

n p h m e p 3. BnnflHue npenapaTa 
onnrocf)ypocTaH03HA08 Ha aKTMBHocTb 
ecTecTBeHHbix K/ieTOK-KM/inepoB (EKK) 
oqeHUBajin, Mcnorib3yn b KanecTBe MniueHeCi 
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nepeBMBaeMyio MnenonAHyio jiuhmk) K562 
HenoBeKa, KOTopan no MHoroHncneHHbiM 
pa6oTaM onpeAeriJieTCfl KaK bwcoko 

HyBCTBHTenbHafl MULUeHb B L\MTOTOKCHHeCKOM 

TecTe. KneTKH, TecTMpyeMbie Ha aKTMBHocTb 
cnoHTaHHbix KM/inepoB, nonyneHbi ot 3AopoBbix 
AOHopoB. nepeBMBaeMbie jiuhmm K562 n 
nocTaHOBKy L4MTOTOKCMMecKoro TecTa 
ocyiAecTBfiR/in no MeTOAy 3apei^Kow KD.M. 
flaHHbie 3KcnepnMeHTOB npeACTaBneHbi b 
Ta6n.2. 

KaK bmaho M3 Ta6n.2, cnoHTaHHbM nn3MC 
(bwxoa Cm 51 ) b cpeAHeM cocTaBJifln 31%. 

YpOBeHb aKTMBHOCTM CnOHTaHHblX KMHTiepOB B 

KOHTpone 6e3 npenapaTa cocTaBnan 55 ±4%. 
Ha KneTKM-MMLueHM nccneAyeMbiPi npenapaT He 
OKa3biBan TOKCMnecKoro sc^cfeKTa. X1m3mc KneTOK 
K562, o6pa6oTaHHbix pa3HbiMH A03aMM 
npenapaTa, He npeBbiujan ypoBHJi cnoHTaHHoro 
riM3Mca 3TMX KneTOK. CpeAHn^ noKasaTenb 
aKTMBHOCTM EKK nocne o6pa6oTKM mx 
npenapaTOM onMrocf)ypocTaH03MAOB b A03e ot 
0,1 ao 10,0 MKr/M/i He OTnunancn ot kohtpo/ia. 

TaKMM o6pa30M, MCcneAOBdHHbiM npenapaT 
b AMana30He A03 ot 0,1 ao 10,0 MKr/Mn He 
OKa3biBan anMfiHMJi Ha aKTMBHocTb 
ecTecTBeHHbix (cnoHTaHHbix) KneTOK-KMnnepoB, 
TaiOKe KaK m KOHTponbHbiC^ npenapaT - 
L^MKnocnopMH A. 

(1 p m m e p 4. npoBOAMnacb TaiOKe oueHKa 
BnMflHMfl npenapaTa onMrocf)ypocTaH03MAOB Ha 
reHepai^Mio m aKTMBHocTb KoH-A-T-cynpeccopoB. 
AKTMBaL^MK) KneTOK-cynpeccopoB npoBOAMnM no 

MeTOAy ShOU L C COaBT. JlMMCf>OI4MTbl AOHopa 

MHKy6MpoBanM b 1 Mn cpeAbi RPMI 1640 b 

OTCyTCTBMM (KOHTponb 1 - OlOHTaHHbie 

cynpeccopbi) MnM b npMcyTCTBMM 60 MKr/Mn 
KnH-A (KOHTponb 2 - MHAyLJKpOBaHHbie 
T-cynpeccopbi) b Te^eHMe 48 m npM 37°C. 
3aTeM KneTKM o6pa6aTbiBanM mmtomml^mhom C, 

HT06bl MHTM6MpOBaTb CMHTe3 flHK, M TpM>KAbl 

OTMbiBanM cpeAO^ RPMI 1640. K 
0,5x10 6 KneTOK, npoMHKy6MpoBaHHbix c Koh-A 
(nnn 6e3 Hero), AoSaBnnnn 0,5x10 6 annoreHHbix 
nMMcjDoi^MTOB m 5 MKr/Mn orA c|)MpMbi "Serva" 
(TecT-CMCTeMy). KneTKM MHKySMpoBanM 72 h, sa 
4 m ao KOHqa KynbTMBMpoBaHMfl Ao6aBn5inM 
3H-tmmmamh. Pe3ynbTaTbi paccnuTbiBanM no 
cfjopMyne: 

(1 - P ) X 100% TAe P - MMCnO MMn/MMH B 
K 

onbiTHbix KynbTypax c Koh-A, K-to >Ke b 
KynbTypax 6e3 Koh-A. HcnbiTyeMbii^ npenapaT 
AoSaBnjinM b MHKy6ai4MOHHbie cpeAbi c Koh-A b 
KOHL^eHTpat^Mfix 0,1, 1,0, 10,0, 100,0 MKr/Mn m 
MHKyGMpoBanM 48 h npM 37°C - An« oi^eHKM 
BnMflHMfl mx Ha reHepauMK) Koh-A 
MHAyL^MpoBaHHbix T-cynpeccopoB. Bee 
SKcnepMMeHTbi npoBOAMnM ABa>KAbi no 3-5 
napanneneM b k3>kaom onbiTe. flaHHbie 
npeACTaBneHbi b Ta6n.3. 

KaK bmaho M3 Ta6n.3, ypoBeHb 
6nacTTpaHcxt)opMai4MM TecT-KneTOK npM 

A06aBneHMM K HMM nMMCfjOL^MTOB, 

MHKy6MpoBaHHbix 48 h npM 37°C 6e3 Koh-A 

(KOHTponb 1), 3a CHeT MHAyKL^MM CnOHT3HHblX 

T-cynpeccopoB, cocTaBMn 80% ypoBHH 
6nacrrpaHcct)opMai4MH KneTOK, 

CTMMynMpOBaHHblX 0rA, KOTOpblM" npMHflT 3a 

100% (KOHTponb). BHeceHMe b TecT-CMCTeMy 
KneTOK, MHKy6MpOB3HHblX c Koh-A, npMBOAMno K 

CHM>KeHMio ypoBHfl 6nacTTpaHc43opMai^MM ao 
20% ot KOHTpona 3a cneT MHrMSMpyjOLqero 

AetHCTBMfl MHAyUMpOBaHHblX 
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KoH-A-T-cynpeccopoB (KOHTponb 2). 
KynbTMBupoeaHne nwMcfcouwTOB b npucyTCTBHH 
npenapaia onnrocJ)ypocTaH03UAOB n Koh-A b 
TeneHue 48 h npi/i 37°C m BHeceHue mx noc/ie 
oTMbiBKM b TecT-cn cTe My ymerajio 
6nacTTpaHccf)opMaL|HK) TecT-nneroK 
npaKTHMecKM ao cnoHTaHHoro ypOBHH (5-10%). 
3to MO)KeT 6biTb cneflCTBueM yBeni/ineHHfl 
KoriMMecTBa MHAyuwpoBaHHbix 
KoH-A-T-cynpeccopOB aa cneT CTMMy/iMpyiomero 
Bfin^HUfl nccneAyeMoro npenapaia Ha i/ix 
reHepai4MK). LtuKnocnopnH A b A03ax ot 0,1 ao 
10,0 MKr/Mn He 0Ka3biBa/i sriMRHMfl Ha 
T-cynpeccopbi (% % onacrrpaccfDopMaL^H 
ocTaeTCfl Ha ypoBHe KOHTpona 2), Aosa 100,0 
MKr/Mn flBnneTCfl a/ia ui/iKnocnopi/iHa A 
ijmoTOKCUHecKotf, noaTOMy % 

6nacTTpaHc45opMaL4nn CHMweH ao 10%. 

Bbinn TaiOKe nposeAeHbi siccnepuMeHTbi no 
H3yMeHHK) BnnflHUfl npeAnaraeMoro npenapaia 

no CpaBHeHMK) C H3BeCTHblM 

nMMyHOMOAyn^TopoM neBaMM3o/ioM Ha 
4)opMi4poBaHne runepnyBCTBHTeribHOCTM 
saMeAneHHoro Tuna y Mbiweti nocne 
MMMyHM3ai4MM nx 3pi/rrpoi4HTaMn oapaHa 
(npMMep 5). BnnflHue npenapaia 
onnro43ypocTaH03MAOB Ha (jDOpMHpoBaHwe T3T y 
Mbiiiiew. 

PeaKijMfl rvinepHyBCTBMTeJibHocTn 
3aMeAneHHoro ™na (Pr3T) aBnaeTCH TunnHHOM 
MOAeribK) KneTOHHo-onocpeAOBaHHbix 
MMMyHHbix peaKquM mh bubo, KOTopbie nrpaiOT 
LjeHTpa/ibHyio porib b 0TT0p>KeHi/iM 
aruiOTpaHcnnaHTara, pe3KCTeHTHOc™ k 
3noKaMecTBeHHbiM onyxon*M w kiHcfceKijuw. 

Bo3AeMCTByfl npenapaTOM ao mjim nocne 
ceHCn6miki3aunM aHTureHOM n aueHMBaa 
CTeneHb npoflBneHkm Pr3T, onpeAenanw He 
roribKO Ha KaKyio H3 cj)a3 HMMyHHoro OTBeTa - 
MHAyKTMBHyto (ao aHTHreHHoro CTHiwyna) nnn 
npoAyKTHBHyio (nocne aHTureHa), b oonbLuefi 
CTeneHU OKa3biBaeT AetfcTBwe npenapaT, ho h 
OL^eHMBann nyBCTBMTenbHOCTb k Heiwy 
pa3nnHHbix cy6nonynflL^nw T-nMMC>OL\MTOB, 
80BneHeHHbix b PT3T. B KanecTBe 
ceHcn6nnki3npyK)ii^ero aHTureHa ncnonb30Bann 
spuTpoL^HTbi 6apaHa (3B) y MbiLLieM. PT3T m 3B 
oL^eHMBann no pa3HHL\e Beca KOHTponbHOfi h 
onuTHOtf (nocne BBeAeHUfl paspewaiOLneH A03bi 
aHTureHa) nanoK. 

H3yneHne snuflHUfl HOBoro npenapara 
onnro4)ypocTaH03MAOB Ha cfiopMnpoBaHne 
peaKi^nn T3T y Mbiwetf k 3B nposoAnnn npn 
BBefleHMM npenapaia no cxeiviaM: 3a 2 aha ao 
MMMyHM3ai4MM, 3a 1 fleHb ao HMMyHki3ai4ktn n b 
AeHb MMMyHM3aL^nn (-2,-1,0 ahm) (BnnflHue Ha 
npe-T-cynpeccopbi) n no cxeMe: b A©Hb 
HMMyHM3ai4kin n Ha 1 m 2 cyT nocne 
MMMyHM3ai4MM (0.+1 ,+2 ahm) (Bnn^Hne Ha 
T rg-r-sc^c^eKTopbi). flaHHbie npeACTaBneHbi b 
Taon.4. 

fl03bi npenapaTOB Bbi6wpanncb 
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nponopi4MOHanbHO TepaneBTunecKi/iM A03aM 
npenapaTOB (Ann npenapaia 
onnro(J)ypocTaH03MAOB ynnTbiBanacb 
TepaneBTMMecKafi A03a Ann nonncnoHMHa). 

Pe3ynbTarbi OKcnepuMeHTa noKasanu, hto b 
nccneAOBaHHbix A03ax npenapaT 

onnro4)ypocTaH03MAOB 0Ka3biBaeT 
npenMyu^ecTBeHHoe BnkiflHue Ha 3penbte 
T r3T -34)cf)eKTopbi (npn BBeAeHMn npenapaTa no 
BTOpoPi cxeiwe). 3c|)4)eKT cTaTMCTWMecKn 
AOCTOBepeH. L4MKnocnopnH A - npOTOTun - He 
OKa3biBaeT BnnsHny? Ha T r3 T-3Cjxt)eKTopbi (Apyrow 
MexaHM3M Ae^cTBMfl). JleBaMM3on - aHanor - 
0Ka3biBaeT AewcTBue KaK Ha npe-T-cynpeccopbi, 
TaK m Ha 3penbie TrsT-sctDCbeKTopbi npn o6omx 
cxeMax BBeAeHna, 6-MepKanTonypnH (KOHTponb 
k neBaMH3ony) He OKaabiBaeT BnnjiHUfl hh Ha 
KneTKn-npeALuecTBeHHMKM (npn BBeAeHMM no 1 
cxeMe hh Ha T raT -3<£a>eKropbi (npn BBeAeHnn no 
btopom cxeMe). nonyneHHbie pe3ynbTaTbi 
noKa3biB3K)T, hto no MexaHM3My AetlCTBUfl 
3aflBn«eMbi« npenapaT oTnunaeTc^ ot 
MexaHM3Ma Ae^CTBUfl i^nxnocnopnHa A 
(npoTOTun). Han6onee BepoflTHO, hto era 
AeMCTBue b ncnonb3yeMOM A03e CBH3aHO co 
CTHMynPL^new T-cynpeccopHo^ a«THBHocTM. 

TaKMM o6pa30M, b Tpex TecTax KneTOHHoro 
MMMyHMTeTa hh BMTpo m b TecTe Pr3T HH BUBO 
noKa3aHo MMMyHOMOAynnpyraLAee AeMCTBue 
npenapaTa onMro0ypocTaHO3HAOB, 
BbiAeneHHoro ms cycneH3noHHOM KynbTypbi 
KneTOK AKOCKopeyi AenbTOBMAHoPi, 
OTHOc«meMyc« k Knaccy CTeponAHbix 
rnnK03MAOB n o6naAaK)iAMX aHTHOKCMAaHTHbiM 
AeCicTBueM, 3aBMCflmee ot ao3w h cxeMbi 
BBeAeHns oTHocmenbHO aHTureHHoro CTMMyna. 

Oopwiyna M3o6peTeHMfl: 

HMMyHOMOfly/lMPyiOlMEE CPEflCTBO. 

(IpuMeHeHne npenapaTa 
onnro(£ypocTaH03kiAOB M3 cycneH3MOHHO^ 
KynbTypbi A^cKopeu AenbTOBMAHO^, 
coAep>KaLqero npoTOAnoci^MH n AenbT03HA 
o6iAeM qt>opMynbi 
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rAe R a/i« npoTOAHOCi^MHa paBHO oahoC^ 
MoneKyne rnioK03bi m AByM MoneKynaM 
paMH03bi, a An« AenbT03HAa - AByM MoneKynaM 

mK)K03bl U OAHOM paMH03bl, 

b KanecTse MMMyHOMOAynwpyio Libera 
cpeACTBa. 
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T a 6 n m 14 a 1 



B/iHAHwe npenapaTa 0Jinro<|)ypocTaH03WA0B H a 6/iacTTpaHc<J>opMauwK) /imm^oumtob, mhayumpo- 

BdHHyio OTA 



Yc/iOBne onuTa 


JX033 B 


BK/itoneHvie H- 


l/lHfleKC 


npHMenaHtie 




MKr/M/1 


TUMMA^Ha 

MMn/MMH 


CTMMy/lfl- 
MUM 




KoHTpo/ib cnoHTaHHbiui 6e3 




505 






CDrAMHK=2,5x10 5 




(253-910) 






KOHTpO/lb CTMMy/IMpOBaH- 










HbiM OTA ( 5 mkt/m/i ) 




5716 


11 




MHK=2,5x10 5 




(3700-8569) 






0/inroc)>ypoCTaH03iiA 


0,01 


9311 ±870 


18 


CTMMy/lfllJMfl 


MHK=2,5x10 5 


0,10 


6496 ±631 


1 0 


CTviMy^jiuMfl/ HeT 3<})(}>eKTa 


+ npenapaT + OTA 5 


1,00 


3225 ±311 


7 


CynpeccMfl 


MKr/M/l 


10,0 


3268 ±330 


7 


Cynpeccwa 




100,0 


677 ±64 


0,1 


rio/iHafl cynpeccnw 


UiiK/iocnopMH A 


0,01 


3273 ±323 


7 


Cynpeccwfl 


MHK-2,5x10 5 + 


0,10 


1804±178 


3,5 


Cynpeccwa 


npenapaT + cPTA 


1,00 


860 ±84 


1.5 


Cynpeccufl 


5 mkt/m/i 


10,0 


488 ±45 


1.0 


no/iHaa cynpeccnn 




100,0 


250 ±23 


0.5 


flo/iHaw cynpeccufl 



15 



T a 6 /1 m u a 2 



B^MAHne npenapaTa o/inro(t>ypocTaH03tiAOB Ha aKTWBHocTb cnoHTaHHbix (ecTecT Be h h bix) KwyinepoB 



ro 
o 
ro 

4^ 



Yc/iOBMA onuTa 


flo3a b mki7m/i 


B/iuaHue npenapaTa 

Ha K/ieTKH-MMUJeHU 
% /lM3MCa 


/lMTunecKafl aKTHB- 

HOCTb CnOHT3HHWX 

Kwn/iepOB % nM3nca 
icneTOK-MMLueHeii 


KOHTpO/lb 




31±3 




CnOHTaHHUM J1H3M3 K/ie* 








TOK-MMLueHei?i K562 








KOHTpO/lb 








lOieTKH- MMLUeHM 






55±4 


K562+/lMM<J)OUMTbl AOHO- 








pa 








npenapaT o^nro^ypocTa- 


0,10 


33± 2 


50 ±4 


HO3HA0B 


1,00 


30 ±2 


52 ±5 




10,00 


32 ±3 


51 ± 5 


UviK/iocnopnH A 


0,10 


36 ±4 


51 ±4 




1,00 


31 ±3 


53 ± 4 




10,00 


31± 4 


53± 5 
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Ta6/i una 3 



B/wjiHue npenapaTa o/inroc|>ypocTaH03MAOB Ha T-cynpeccopHuA 3<{>(J>eKT, WHAyunpoB3HHbj* 

Koh-A 



Cepufl onuTbi 


Yc/iOBwa MHKy6aunn 


£03u npenapa- 


Bk/HOHCHO J H-TMMMAMHa 


Ta, MKr/M/l 


uun / MMH 




1 
i 


n ^v1D G u nnu 
U , OX I u ivi n ex / Z Mil p n 




rcn -4-/1 n 


CnoHraHHbift 


2 


Of fcLl K/IC 1 Krl 

0,5x10 6 MHK+OrA-72H 


- 


12251 ±105 


ypoBeHb~5% 
100% 


J 


npn 37°C-TecT-cncTeMa 

U.OXIU IvlnN+^l A ^OH 




y7S0± yu 


oUTb 


4 


nnu IT^P-rrtMTnrifik 1 
II pin Of w Run i puJio ■ 

0,5x10 6 MHK+cDrA+ Koh- 


- 


2516 ±21 


20% 


5 


A-T-cynpeccopu-48 h npn 
37°C-KOHTpo^b 2 
0,5x1 0 6 MHK+(D rA-f 


0,10 


884 ±7 


B/1M3K0 K CnOH- 




+KoH-A-T-cynpeccopw+ 


1,0 


1104 ±10 


TaHHOMy ypoB- 


6 


+o/inro(})ypocTaH03HA*' 

48 h npn 37°C 
0,5x1 0 6 MHK+cprA+ 


10,0 
100.0 
0,1 


755 ±7 
766±8 
2722 ±25 


hk>5-10% 




+ Ko h - A-T-cy n pecco- 


1,0 


2786 ±27 


20% 




pw+unK/iocnopMH A- 48 h 
npn 37°C 


10,0 
100,0 


2231 ±20 
1323 ±12 


10% 



T a 6 /i m u a 4 

B/iuamie npenapaTa O7inro<J>ypocTaH03tiA08 Ha c)>opMwpoBaKMe Pf3T y MbiweA 



7J 

c 



ripenapaT 


flo3a, mt/kp 


PaaHMua Maccbi onbrmofi 


M KOHTpO/lfaHOli zianOK, Mf 


Beca Teiia 


CxeMa-2,-1,0 


P 


CxeMa-0,+1,+2 


P 






flHM 




flHH 




KOHTpO/lb 




34,0±2,5 




35,0 ±1,7 




ripenapaT o/im- 












ro<J>ypocTaHO- 


100 


31, 0± 1,2 


Pi-2<0,05 


21.5±2,0 


Pi-2<0.05 


3MAOB 












UwK/iocnopHH 


50 


33,5±2,3 


Pi-3>0,05 


32,0 ±1.9 


Pi-3>0,05 


/leBaMM30/i 


25 


26,5± 1.9 


Pi^j<0,05 


26,5±1.9 


Pi-4<0,05 


6-MepxanTOny- 












pHH 


100 


34,0± 1,7 


Pi-5>0,05 


31,0± 1,3 


Pi-5>0,05 
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